Applicants rcscr\ e the right to rclilc claims to the non-elected i mentions in one or more tuturc applications 
retaining: the pnorit\ date of the present ease and the earlier eited pnorit\ applications. 
Please amend the claims so that the text o\ the amended claims read as follow s: 
1 . (Amended) An isolated nucleic acid molecule comprising at least 34 contiguous nucleotides 
from SHQ II) N():3. 



2. (Amended) An isolated nucleic acid molecule comprising a nucleotide sequence that: 
(a) encodes the amino acid sequence shown in SHQ ID NO: 4; and 
< b ) hybridizes under highly stringent conditions to the nucleotide sequence ol SHQ I L) 
N():3or the complement thereof. 

RKSPONSK 



I. Restriction Requirement 

The Hxaminer has determined that the original claims are directed to three separate and distinct 

inventions under 33 I \S.(\ § 121, as follows: 

( iroup I: (Maims 1 -2, said to be draw n to an isolated nucleic acid molecule comprising at 

least 24 contiguous nucleotides of SHQ ID NO:3 and an isolated nucleic aid 
molecule thai encodes the amino acid sequence of SHQ II) N():4 and hybridizes 
under stringent h\ bndi/ation conditions to SHQ N( ):3, ciassit icd m class 33b. 
subclass 23.2: 



(. iroup II : Claim 3. said to be draw n to an isolated nucleic acid molecule encoding the ammo 
acid sequence of SHQ II) NO:b, classified m class 336, subclass 23.2: and 

( iroup III: (Maim 4. said to be drawn to an isolated nucleic acid molecule encoding the amino 
acid sequence of SHQ II) NO:2. classified in class 336, subclass 23.2. 




molecule that encodes the amino acid sequence of S I (J II) N():4 and h\ hridi/cs under stringent 
Inbridization conditions to SI;Q II) NO: 3. classified m class 53b. subclass 23.2. According} . claims 3-4 
were canceled without prejudice and w ithout disclaimer by the Examiner under 37 C. I ; .R. si 1 . 142(b) as 
being draw n to non-elected indentions. 

Applicants reserve the right to re file claims to the non-elected inventions in one or more future 
applications retaining the priority date of the present case and the earlier cited priority applications. 

III. Status of the Claims 

Claims 3-4. representing the Croup II and III inventions, have been canceled w ithout prejudice and 
w ithout disclaimer by the Examiner under 37 C.F.R. § 1 . 1 42( b) as being drawn to a non-elected invention. 
No claims of the Croup I inv ention have been canceled. Claims 1 and 2 have been amended. No new 
claims have been added. 

Claims 1-2 are therefore presently pending in the case. For the convenience of the Examiner, a 
clean copy of the pending claims is attached hereto as Exhibit A. In compliance with 
37 C.F.R. § 1.121(c)( 1 a marked up copy of the original claims is attached hereto as Exhibit K 

IV. Su pport for the Claims 

Claim 1 has been amended to further clarify the claim, and to recite that the isolated nucleic acid 

molecule comprises at least 34 contiguous nucleotides trom SEQ II ) N( ):3. Support for this claim can he 
iownd throughout the specif ication as original!) filed, w ith particular support being found at least in claim 1 
as ongmalK tiled and iti the specification at page 3. line 2. 

Claim 2 has been amended to furtherclanfx the claim, and to recite that the hybridization conditions 
arc hi^hlv stringent inbridization conditions. Support tor this claim can be tound throughout the 
s|\vi heat ion as original I \ filed, with particular support beim' found at least m claim 2 as original I \ Pled and 
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^ 101 or 103. and therefore the 1 n\ cnt ion has been found be ha \ e a substantial, specific, and credible 
utilitx and to be nonoln ious. 

The Action first rejects claims 1 and 2 under 35 I'.S.C. §112. first paragraph, as allegedl} 
containing subjeel matter that u as not described in the specification in such a w a\ as to reasonably con\e\ 
to one skilled in the rele \ ant art that the inventors, at the time the application w as filed, had possession ot 
the claimed invention. Applicants respectfully traverse. 

35 I'.S.C. § 1 1 2, first paragraph, requires that the specification contain a written description of the 

invention. The Federal Circuit in Wt.^-Cuut Inc. \ . Mahurkan i9 CSPQ2d i 1 I 1 (bed. Or. 1991 ); "\'as- 

Cath") held that an "applicant must convey with reasonable clarity to those ski lied in the art that, as of the 

filing date sought, he or she was in possession of the invention" Wts-Catlc at 1117. emphasis in original. 

1 lowcver, it is i mportant to note that the above finding uses the terms reasonable clarity to those skilled in 

the art . Further, the Federal Circuit in /// re (iostclii 10 CSPQ2d 1614 ( Fed. Cir. 1989); ^(iostelD held: 

Although [the applicant I does not have to describe exactly the subject matter claimed , . . 
. the description must clearly allow persons of ordinary skill in the ail to recognize that [he 
or she] invented what is claimed. 

(iosteliiW 1618, emphasis added. Additionally, Vtter w I Uracil (6 CSPQ2d 1709 (Fed. Cir. 1988); 
'7 7/rr"), held "(a) specification may. w ithin the meaning of 35 I'.S.C. $ 1 12 ( || 1, contain a written 
description of a broadly claimed invention without describing all species that claim encompasses" ( ( iter, 
at 1714). Therefore, all Applicants must do to comply with 35 I'.S.C. § 1 1 2. first paragraph, is to com ey 
the nnention u ith reasonable clant\ to the skilled artisan . 

Further, the Federal Circuit has held that an adequate description of a chemical genus "requires a 
precise definition, such as by structure, formula, chemical name or physical properties" sut licient to 
distinguish the genus from other materials. Iters w Su^uuo. 25 t \SPQ2d 1601 . 1606 (Fed. Cir. 1 993; 
*7- it'r\"). I 'tcrs goes on to hold that the "application satisfies the u ntten description requirement since il 



what the generic claims encompass. One skilled in the ail can distinguish such a tomuila 
from others and can ldentif} many of the species that the claims encompass. Accordingly 
such a formula is normalh an adequate description of the claimed genus. I 'niv. oj 
California v. Eli Lilly and Co.. 43 PSPQ2d 13 C )S, 1406 (led. Cir. IW). 

Thus, a claim describing a genus of nucleic acids by structure, formula, chemical name or physical 

properties sufficient to allow one of ordinal*) skill in the art u> distinguish the genus from other materials 

meets the written description requirement of 35 P.S.C. {H 1 2. first paragraph. As further elaborated h\ 

the Federal Circuit in Cniv. of California v. Eli Lilly and Co:. 

In claims to genetic material ... a generic statement such as 'vertebrate insulin cDNA* or 
'mammalian insulin cDNA \ without more, is not an adequate written description of the 
genus because it does not distinguish the claimed genus from others, except by function. 
It does not specifically define any of the genes that fall within its definition. It does not 
define any structural features commonly possessed hv members of the genus that 
distinguish them from others. One skilled in the art cannot, as one can do with a fully 
described genus, visualize or recognize the identity of members of the genus. ( Emphasis 
added) 

Thus, as opposed to the situation set forth in Univ. of California v. Eli Lilly and Co. and Eicrs, the 
nucleic acid sequences of the present inv ention are not distinguished on the basis of function, or a method 
of isolation, but in fact are distinguished by structural features - a chemical formula , i.e.. the sequence itself. 

I'sing the nucleic acid and amino acid sequences of the present invention (as set forth in the 
Sequence Listing), the skilled artisan would readily he able to distinguish the claimed nucleic acids from 
other material son the basis of the specific structural description pro\ ided. Polynucleotides comprising at 
least 34 contiguous nucleotides from the nucleotide sequence of SPO II) \():.\ or a nucleotide sequence 
that encodes SPO II) N():4, are w ithm the genus of the instant claims, w hile those that lack tins structural 
feature he outside the genus. Claims 1 and 2 thus meet the written description requirement. 

Por each of the foregoing reasons. Applicants submit that the rejection of claims 1 and 2 under 
^ I '.S.C. ^ 1 1 2. first paragraph, has been overcome, and reunest that the rvn^mm u r ^ "M* - 
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The Action admits thai the specification is enabled lor '"an isolated nucleic acid molecule comprising 
at least 24 contiguous nucleotide (\/V) ol'SEQ II) \():3 and encodes a serine protease and an isolated 
nucleic acid molecule encoding a protein comprising SEQ II) N():4 and having serine protease activity" 
( Action at page 3 ). The Action then states that the specification "docs not reasonably provide enablement 
fort 1 ) any isolated nucleic acidnK)leculect)mpnsingand24ct)ntigLU)Usnuclet)tide(.s/t)ol SEQ II) \():3 
and ( 2 ) any isolated nucleic acid molecule encoding any protein comprising SEQ) ID N():4 and h \ bndi/es 
under anv stringent conditions to the nucleotide sequence of SEQ ID NO;3" (Action at page 3). 

Applicants point out that neither of the above comments are rele \ ant to determining w hether the 
claimed compositions meet the legal requirements for patentability under 35 I'.S.C §112, first paragraph. 
Therefore, Applicants submit that the Examiner has failed to present reasoning sufficient to establish a 
prima facie ease supporting the present § 1 12 rejection, and accordingly the rejection is improper 
because: 1 ) the Examiner's comments were not relevant to the established legal standard of enablement; 
2 J the Examiner's failure to attribute adequate weight and attention to the detailed level of teaching clearly 
provided in the specification; and 3 ) the reasoning for the enablement rejection provided by the Examiner 
failed to adequately consider the high level of technical know ledge that can be attributed to those skilled 
in the art in the field of the present invention. 

A. Enablement is Established by Enabling Any Practical I se 

In attempting to establish a prima facie case to support the § 1 1 2 rejection ot the composition 
J aims, the .Action questions w hether the claimed compositions are sulficienlK enabled to allow those skilled 
in the art to practice aspects of the nnention in\ol\ ing standard molecular biological techniques. The $112 
rejection, as applied against the nucleic acid compositions, is completely misplaced. It has long been 
established that composition claims arc enabled bv defining an\ practical use ot the claimed compound. 
InrcSclson. I 2M \SPO 242 i T T P A l%0r.(V ( nsv //-,//,/ " \ I 'SPO"'o<}- ( i r- ion--, -n- ■ 
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molecule encoding a protein comprising SFQ II ) N( ):4 anil ha\ mg serine protease actn it\" are enabled 

( Action at page 3 ). Thus, the enablement issue should be resolxed. Hnablement onl\ requires thai the 

specification describe a practical use lor the composition defined in the ciai ms, and that a skilled artisan be 

able to make and use the claimed 1)N A segments w ithout undue experimentation. According!) , by the 

Fxaminer's ow n admission, the $112 requirement has certainly been met. 

The Action seems to contend that the specification provides insufficient guidance regarding the 

biological function or activity of certain of the claimed compositions. However, such an enablement 

standard conflicts with established patent law . In /// rc Brana, (34 l'SPQ2d 1436 (bed. Or. 1995). 

"Brana'). the Federal Circuit admonished the P.T.O. for confusing "the requirements under the law for 

obtaining a patent with the requirements for obtaining government approval to market a particular ding for 

human consumption". Brana at 1442. The Federal Circuit went on to state: 

At issue in this case is an important question of the legal constraints on patent office 
examination practice and policy. The question is, with regard to pharmaceutical inventions, 
w hat must the applicant provide regarding the practical utility or usefulness ol the invention 
for w hich patent protection is sought. This is not a new issue: it is one which we would 
have thought had been settled by case law years a no . 

Brana at 1439, emphasis added. The choice of the phrase "utility or usefulness" in the foregoing quotation 

is highly pertinent. The Federal Circuit is evidently using "utility" to refer to rejections under 

35 I '.S.C. § 101. and is using "usefulness" to refer to rejections under 35 CSC. §112. first paragraph. 

This is made e\ idem m the continuing text in Bnuur w Inch explains the correlation betw een 55 I Si \ 

^ 101 and 1 12, first paragraph. The Federal Circuit concluded: 

FDA appro \ al, how ever, is not a prerequisite tor finding a compound use I ui within the 
meaning of the patent laws. Usefulness in patent law , and in particular in the context of 
pharmaceutical inventions, necessarily includes theexpectation of further research and 
development. The stage at which an invention in this field becomes useful is well before 
it is read\ to be administered to humans. Were we to require Phase II testing in order to 
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not render the claimed 1 mention unpatentable. Indeed, a considerable amount of experimentation ma\ he 

perm 1 ssi hie if such experimentation is routine I > practiced in the art. In rcAn^stadtandiiriffuc supra: 

Am^ac Inc. v. Chu^at Pharmaceutical Co.. Ltd.. 18 l'SPQ2d 1016 (Fed. Cir. 1W1 ). As a matter 

of law. u is well settled that a patent need not disclose what is well known in the art. //; rc Wands. S 

I SPQ 2d 1400 (Fed. Cir. I9SS). 

1 he I:\aminercites Wands for the proposition that the present m \ ention could not he practiced 

w ithout "undue experimentation". 1 lowever. it is important to remember that, as discussed above, in 

assessing the question of w hether undue experimentation w ould W required in order to practice the claimed 

i m ention, the key term is "undue", not "experimentation". In rc An^stadt and (inf'fin. supra. In Wands, 

the P.T.O. took the position that the applicant fai led to demonstrate that the disclosed biological processes 

of immunization and antibody selection could reproducibly result in a useful biological product (antibodies 

from h\ bndomas ) w ithin the scope of the claims. In Us decision overturning the P.T.O. s rejection, the 

Federal Circuit found that Wands' demonstration of success in four out of nine cell lines screened was 

sufficient to support a conclusion of enablement. The court emphasized that the need for some 

experimentation requiring, e.<i>. , production of the biological material followed by routine screening, was not 

a basis for a finding of non-enablement. stating: 

Disclosure in application for the immunoassay method patent does not fail to meet 
enablement requirement of 35 I SC 1 1 2 by requiring 'undue experimentation,' even though 
production of monoclonal antibodies necessary to practice invention first requires 
production and screening of numerous ant i hod \ producing cells or 'by bndomas.' since 
practitioners of art are prepared to screen negative In bndomas in order to find those that 
produce desired antibodies, since in monoclonal antibod\ art one experiment' is not smipU 
screening of one hxbndoma but rather is entire attempt to make desired antibodx , and 
since record indicates that amount of eftort needed to obtain desired antibodies is not 
excessive, in view of Applicants' success in each attempt to produce antibody that satisfied 
all claim limitations. 
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assessment of the abilitv of the skilled artisan to perform large scale screening techniques. Applicants 
submit that screening \ ast n Limbers of nucleic acid molecules has in t act become \er\ routine in the ail. so 
routine, in t act, that the Office has set forth new policies for handling the o\ erw helming quantity of patent 
applications containing large numbers of nucleic acid sequences. As these sequences are commonly 
venerated b\ large scale screening efforts. Applicants are indeed hard-pressed to understand how "routine 
experimentation in the art does not include screening for a v ast number ot nucleic acid molecules . 
Therefore, a sufficient prima facie case of deficient teaching has not been established, and it is thus 
impiopei foi the uxammer to require Applicants to provide rebuttal evidence since, absent the 
establishment of a bona fide prima facie case that the specification is not enabled, the legal burden remains 
with the Examiner. 

Applicants additionally point out that significant commercial exploitation of nucleic acid sequences 
requires no more information than the nucleic acid sequence itself. Applications ranging from diagnostics 
(utilizing, tor example, short oligonucleotide probes or PCR primers), gene expression analysis or profiling 
(utilizing, for example, arrays of short, overlapping or non-overlapping, oligonucleotides), and even gene 
therapy (utilizing, for example, short oligonucleotide antisense primers) are practiced utilizing nucleic acid 
sequences and techniques that are well-known to those of skill in the art. The widespread commercial 
exploitation of nucleic acid sequence information points to the level of skill in the art, and the enablement 
provided bv disclosures such as the present specification, which include specific nucleic acid sequences and 
guidance regarding the various uses of such sequences. 

bv en though the burden has been impropcrlv shitted to Applicants, the follow ing section is being 
prov ided to demonstrate that the specification is lull \ enabling in v lew ot the detailed guidance and teaching 
provided in the specification w ithin the context of the high lev el of technical know ledge present in the art 
regarding the use of nucleic acids such as those present!} claimed.. 
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details in a patent specification. Porcxample. it is not unreasonable tocxpect a Ph.D. Ie\el molecular 

biologist to be able to use the disclosed sequence to design oligonucleotide probes and primers and use 

them in, for example. PCR based screening and detection methods to obtain the described sequences 

and/or determine tissue expression patterns. Neverlheless. the present specification provides highl\ 

detailed descriptions of techniques that can be used to accomplish many different aspects of the claimed 

invention, including recombinant expression, site-specific mutagenesis, /// situ h\ bndi/alion, and large scale 

nucleic acid screening techniques, and properly incorporates by reference a montage of standard texts into 

me specification, such as Sambrook clal. [Molecular Cloning, A Laboratory Manual) and Ausubel el 

al. {Current Protocols in Molecular Biology) to provide even further guidance to the skilled artisan. 

Incorporation of material into the specification by reference is proper. Ex parte Schwarze. 1 5 1 L'SPQ 

426 (PTO Bd. App. 1%6). The §112, first paragraph rejection is thus prima facie improper: 

As a matter of patent o\T\cc practice, then, a specification disclosure which contains a 
teaching of the manner and process of making and using the inv ention in terms w hich 
correspond in scope to those used in describing and defining the subject matter sought to 
be patented must he taken as in compliance with the enabling requirement of the first 
paragraph of $112 unless there is reason to doubt the objective truth of the statements 
contained therein which must be relied on for enabling support. 

/// re Marzoccln & Uorton, 169 I SPQ 367. 369 (C.C.P.A. 1 c )7 1 ). emphasis as in original. In any event, 
an alleged lack of express teaching is insufficient to support a first paragraph rejection where one of skill 
in the ail would know how to perform techniques required to perform at least one aspect of the invention. 
As a matter of law , it is well settled that a patent need not disclose w hat is w ell know n in the art. /// re 
Watul.s. Mtpra. In fact, il is preferable that what is well know n in the art be omitted from the disclosure. 
Ilvhritcch. Inc. v. Monoclonal Antibodies, ///c.231 I'SPQSl (Fed.Cir. 1 ( )S6). As standard molecular 
biological techniques are routine in the art. such protocols do not need to described in detail in the 
speci I ication. 
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i\ C laims 1 and 2 are Knabled 

As detailed in the sections ahov e. all aspects of the enablement rejection under 35 l*.S.( \ § 1 1 2. 
first paragraph ha\e been overcome. Applicants therefore respect f n 1 1 \ request that the rejection be 
withdrawn. 

VII. Rejection of Claims 1-2 I'nder 35 I'.S.C. $ 1 12, Second Paragraph 

The Action next rejects claims 1 -2 under 35 I \S.(\ §112, second paragraph, as allegedly being 
indefinite for failing u> pai tieulai i\ point out and distinctly claim the i mention. 

The Action first rejects claims 1 as allegedly indefinite based on the term "24 contiguous bases". 
While Applicants submit that the term does not render the claim indefinite, the term "bases" has been 
replaced with the term "nucleotides". Applicants state for the record that this amendment is made solely 
in order to progress the case more rapidly to allowance. Applicants therefore request withdrawal of this 
rejection. 

The Action next rejects claims 1 as allegedly indefinite based on the term "NHP". While Applicants 
submit that the term does not render the claim indefinite, the term "NHP" has been removed from the claim. 
Applicants state for the record that this amendment is made solely in order to progress the case more 
rapidly to allow ance. Applicants therefore request withdrawal of this rejection. 

The Action next rejects claim 2 as allegedly indefinite based on the term "stringent hybridization 
conditions", ivcause "'the s[vcilic hybridization and washing conditions arc not recited in the claim" (.Action 
at pane s r Applicants stress thai "a claim need not 'describe" the invention, such description being the role 
of the disclosure". ( h-thuktnclh.y hh . \ . Suffix 1 1 \ivcl C 'hairs. hn\. I I \SPU2d I OS L I OSS (bed. ( n\ 
1 <)S6 >. 1 low ever, w hile Applicants submit that the term is sufficient lv definite, as a number of stringent 
h\ bndization conditions are defined in the specification and would he know n to those ot skill in the art. 
solelv in order to progress the case more rapidlv toward allowance the chum ha^ been revised to 



VIII. Rejection of Claim 1 I nder 35 l.SX\ $ 102(h) 

The Action next rejects claim 1 under 3? { .S C. § 102(h), as allegedly anticipated h\ Tsuruoka 
etui (Accession #1:13202. Alignment No. I ; "Tsuruoka"). While Applicants do not necessarily agree 
with the present rejection, as claim 1 has been amended to comprise at least 34 contiguous nucleotides 
from SIX) ID N():3. w hich the f:\aminer agrees is not taught b\ Tsuruoka ( Action at page 5 ). Applicants 
submit that the rejection of claim 1 under 35 {.SC. § 102(b) has been o\ercome. and respect lull \ request 
withdrawal of the rejection. 

I\. Conclusion 

The present document is a full and complete response to the Action. In conclusion. Applicants 
submit that, in light of the foregoing remarks, the present ease is in condition for allow ance, and such 
favorable action is respectfully requested. Should l:\aminer Fronda have any questions or comments, or 
believe that certain amendments of the claims might serve to improve their clarity, a telephone call to the 
undersigned Applicants' representative is earnestly solicited. 

Respectfully submitted. 
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